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5 



CLAIMS 



1. 



A pharmaceutical composition tor modulating cholinergic function in a mammal 



comprising 



(a) 
(b) 



a NRPA compound or a pharmaceutically acceptable salt thereof; 

an anti-emetlc/anti-nausea agent or a pharmaceutically acceptable salt thereof; 



10 



and 

(c) 



a pharmaceutically acceptable carrier; 



wherein the active ingredient (a) and (b) above are present in amounts that render the 
composition effective in the treatment of a disorder or condition selected from inflammatory 
bowel disease (including but not limited to ulcerative colitis, pyoderma gangrenosum and 

15 Crohn's disease), irritable bowel syndrome, spastic dystonia, chronic pain, acute pain, celiac 
sprue, pouchitis, vasoconstriction, anxiety, panic disorder, depression, bipolar disorder, 
autism, sleep disorders, jet lag, amyotrophic lateral sclerosis (ALS), cognitive dysfunction, 
hypertension, bulimia, anorexia, obesity, cardiac arrythmias, gastric acid hypersecretion, 
ulcers, pheochromocytoma, progressive supranuclear palsy, chemical dependencies and 

20 addictions ( e.g. , dependencies on, or addictions to nicotine (and/or tobacco products), 
alcohol, benzodiazepines, barbiturates, opioids or cocaine), headache, migraine, stroke, 
traumatic brain injury (TBI), obsessive-compulsive disorder (OCD), psychosis, Huntington's 
chorea, tardive dyskinesia, hyperkinesia, dyslexia, schizophrenia, multi-infarct dementia, age- 
related cognitive decline, epilepsy, including petit mal absence epilepsy, senile dementia of 

25 the Alzheimer*s type (AD), Parkinson's disease (PD), attention deficit hyperactivity disorder 
(ADHD) and Tourette's Syndrome. 



2. 



A pharmaceutical composition as recited in claim 1 wherein the NRPA 



compound Is selected from: 



35 



30 



9-bromo-1 ,2,3,4,5.6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]dia20cln-8-one; 
9-chloro-1 ,2,3,4, 5.6-hexahydro-1 ,5-methano-pyrido[1 .2-a][1 .5]dia20Cin-8-one; 
9-flouro-1 .2,3,4,5,6-hexahydro-1 ,5-methano-pyridoI1 ,2-a][1 ,5]dia20cin-8-one; 
9-ethyl-1 ,2,3,4.5,6-hexahydro-1 ,5-methano-pyrido[1 .2-a][1 ,5]diazocin-8-one; 
9-methyl-1, 2,3,4. 5.6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]diazocin-8-one; 
9-phenyl-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]dia20ciri-8-one; 
9-vinyl-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a](1 ,5]dia20cin-8-one; 



9-bromo-3-methyl-1 ,2.3,4, 5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a]I1 ,5]di.a20Cin-8- 



one; 
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3-ben2yU9-bromo-1 ,2,3,4, 5,6-hexahydro-1 .5-methano-pyrido[1 ,2-a][1 ,5]dia20Cin-8- . 

3-benzyl-9-chloro-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5)dia2ocin-8- 

9-acetyl-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 
9-iodo-1 ,2,3,4,5,6-hexahydro-1 .5-methano-pyrjdo[1 .2a][1 ,5]diazocin-8-one; 
9-cyano-1 .2.3,4.5.6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]dia2ocln-8-one; 
9-ethynyl-1 ,2.3,4.5,6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]dia20Cin-8-one; 
9-(2-propenyl)-1 ,2,3,4, 5,6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 .5]dia20cin-8-one; 
9-(2-propyl)- 1 ,2,3,4,5,6-hexahydro-1 .5-methano-pyrido[1 .2a][1 ,5]dia2ocin-8-one; 
9-carbomethoxy-1 ,2,3,4,5.6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]dia20cin-8-one; 
9-carboxyaldehyde-1 ,2.3.4.5.6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8- 

9-(2,6-difluorophenyl)-1 ,2,3,4, 5,6-hexahydro-1 .5-methano-pyrido[1 .2a][1 ,5]dia20cln^8- 

9-phenyl-1 ,2.3,4,5,6-hexahydro-1 ,6-methano-pyrldo[1 ,2a][1 ,5]dia20cin-8-one; 
9-(2-f]uorophenyl)-1 .2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]diazocin-8- 

9-{4-fluorophenyI)-1 ,2.3,4,5,6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 .5]dia20cin-8- 

9-(3-fluorophenyl)-1 ,2,3.4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8- 

9-(3,5-difluorophenyl)-1 ,2,3,4, 5,6-hexahydro-1 ,5-methano-pyridoI1 ,2a][1 ,5]dia20cin-8- 

9-(2,4-difluorophenyl)-1 ,2.3.4, 5,6-hexahydro-1 .5-methano-pyridp[1 .2a][1 .5]dla20cin-8- 

9-(2.5-difluorophenyl)-1 ,2.3,4, 5,6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 ,5]dia20cln-8- 

6-methyl-5-oxo-6,13-dia2atetracycIo[9.3.1.02-^°.0^®]pentadeca-2(10),3,8-triene; 

5- OXO-6. 1 3-diazatetracyclo[9.3. 1 .O^-^^.O^ ^pentadeca-2( 1 0),3.8-triene: 

6- 0X0-5,7, 1 3-tria2atetracyclo[9.3. 1 .02-^°.0^'^]pentadeca-2( 1 0),3.8-triene; 
4.5-difluoro-10-a2a-tricycl6[6.3.1.02'^]dodeca-2(7).3.5-triene; 
5-fluoro-10-a2a-tricyc[o(6.3.1.0^-^]dodeca-2(7),3,5-triene-4-carbonitrile; 
4-ethynyl-5-fluoro-10-a2a-tricycloI6.3.1.0^'^]dodeca-2(7),3.5-triene; 
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5- ethynyM0-a2a-tricyclo[6,3.1.0^*^]dodeca-2(7),3,5-triene-4-carbonitrile; 

6- methyl-5-thia-5-dioxa-6J3-dia2atetracyclo[9.3.1.0^-^^0^®]pentadeca-^ 

triene; 

1 0-a2a-tricyclo[6.3.1 ,0^*^]dodeca-2(7),3,5-triene; 
4-fluoro-10-a2a-tricycio[6.3.1.0^'^]dodeca-2(7),3.5-triene; 
4-methyl-1 0-a2a-trlcyclo[6.3. 1 .0^-^]dodeca-2(7),3,5-triene; 
4-trifluoromethyl-10-a2a-tricyclo[6.3.1.0^^dodeca-2(7),3,5:triene; 

4- nitro-10-a2atricyclo[6.3.1 .02'^]dodeca-2(7).3,5-triene; 

7- methyl-5,7,13-tria2atetracycIo[9.3.1.0^'^°.0'*'®]pentadeca-2(10),3,5,8-tetraene; 
6-methyl-5J.13-tria2atetracyclo[9.3.1.02"^°.0'''^]pentadeca-2(10),3.5.8-tet^^^ 
6J-dimethyl-5J,13-tria2atetracycloI9.3.1.02-^°.0'*"^]pentadeca-2(10),3,5.8-tetraene; 
6-methyl-7-phenyl-5 J J 3-tria2atetracycloI9.3. 1 .02-^^.0^®]pentadeca-2(1 0),3,5,8- 

tetraene; 

6.7-dimethyl^5.8J4-tria2atetracyclo[10.3.1.0^''\0^®]hexadeca-2(11),3.^ 

5,8J4-tria2atetracycloI10.3.1.02''\0^-^hexadeca-2(11),3.5,7,9-pentaene; 

14-methyl-5,8J4-tria2atetracyclo[10.3.1.02".0^'^]hexadeca-2(11),3,5J,9-penta^^^ 

5- oxa-7,13-dia2atetracyclo[9,3,1.0^-^^.0''-®]pentadeca-2(10),3,6,8-tetraene; 

6- methyl-5-oxa-7,13«dia2atetracyclo[9.3.1.0^'^°.0^-^]pentadeca-2(10).3.6.8-tetraene; 
4-chloro-10-a2atricyclo[6.3.1,0^*^]dodeca-2(7),3,5-triene; 
10-a2atrlcycloI6.3.1.0^-^]dodeca-2(7),3,5-trien-4-yl cyanide; 

1 -{1 0-a2atricyclot6.3.1 .0^-^]dodeca-2(7),3,5-trien-4-yl)-1 -ethanone; 

10- a2atricycIo[6.3.1.0^'^]dodeca-2(7),3,5-trien-4-ol; 

7- methyl-5-oxa-6,13-dia2atetracycloI9.3.1.0^'^°.0'''^]pentadeca-2,4(8),6.9-tetraene; 

4.5- dichloro-10-a2atricyclo[6.3.1.0^-^]dodeca-2(7),3.5-triene; 

1 1- a2atricyclo[7:3.1 .0^*^]trideca-2(7),3,5-triene-5-carbonitrile; 
1-a2atricyclo[7.3.1 .0^-^]trldeca-2(7).3,5-trien-5-yl]-1-ethanone; 

1-[1 1-a2atricyclo[7,3.1 .0^'^]trideca-2(7),3,5-trien-5-yl]-1-propanone; 

4- f]uoro-1 1 -a2atricyclo[7.3.1 .0^'^]trideca-2(7),3.5-triene-5-carbonitrile; 

5- fluoro-1 1 -a2atricyclo[7.3.1 .0^'^]trideca-2(7).3.5-triene-4-carbonitnle; 

6- methyl-7-thia-5J4-dia2atetracyclo[1 0.3.1. 02'^°.0'*-^]hexadeca-2(10).3.5.8-tet^^^ 
6-methyl-5,7.14-tria2atetracycloI10.3.1.02''°.0^-^]hexadeca-2(10).3.5.8-tetraene; 

6 J-dimethyl-5 J J 4-tria2atetracyclo[1 0.3. 1 .02-^°.0^ ^]hexadeca-2(1 0).3.5.8-tetraene; 
5J.14-tria2atetracyclo[10.3.1-0^'°.0'*^]hexadeca-2(10),3,5.8-tetrae 

5.6- dimethyl-5,7.14-tria2atetracyclol10.3.1.02'°.0^^hexadeca-2(10),3,6,8-tetraene; 
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5- methyU5.7,14-tria2atetracyclo[1 0.3.1 .02'^0'-^]hexadeca-2(10),3,6,8-tetraene; 

6- (trif]uoromethyl)-7-thia-5.14-dia2atetracyclo[1 0.3.1 .02'^0^'^]hexadeca-2(1 0),3,5.8- 
tetraene; 

5.8 J 5-triazatetracyclo[1 1 .3.1 .0^'^\0^*^heptadeca-2(1 1 ).3,5 J,9-pent^^ 

7- methyl-5,8,15-tria2atetracyclo[11.3.1 .02''\0^~]heptadeca-2(11),3,5.7,9-pentaene; 

6- methyl-5,8.1 5-tria2atetracyclo[1 1 .3.1 .02-^\0'*^]heptadeca-2(1 1 ).3,5.7.9-pentaene; 
67-dimethyl-5,8.15-tria2atetraGycIo[1 1 .3.1 .02''\G'*®]heptadeca^ 

pentaene; 

7- oxa-5.14-dia2atetracyclo[10.3.1.02''°.0^'®]hexadeca-2(10).3.5,8-tetraene; 
6-methyl-7-oxa-5.14-dia2atetracyclo[1 0.3.1. 0^'^°.0^®]hexadeca-2(10),3.5,8-tetraene; 

5- methyl-7-oxa-6,14-diazatetracycIoI1 0.3.1. 02-^°.0^®]hexadeca-2(10).3,5,8-tetrae^^ 

6- methyl-5-oxa-7.14-diazatelracyclo[10.3.1.0^-^°.0^:®]hexadeca-2(10),3.6,8-tetraen 

7- methyl-5-oxa-6,14-dia2atetracyclo[10.3.1.0^'^^0^*®]hexadeca-2(10),3,6,8-tetraene 

4.5- difluoro-1 1-azatricyclo[7.3.1 .0^'^]trideca-2(7).3,5-triene; 

4- chloro-5-fluoro-11-a2atricyclo[7.3.1.0^-^]trideca-2(7),3,5-triene; 

5- chloro-4-fluoro-11-azatricyclo[7,3.1.0^^trideca-2(7),3,5-triene; 

4- (1-ethynyl)-5-fluoro-11-a2atricyclo[7.3,1.0^'^]trideca-2(7),3,5-trie^ 

5- (1-ethynyl)-4-fluoro-11-a2atricyclo[7.3.1.0^'^]trideca-2(7),3,5-triene; 

5.6- difluoro-1 1-a2a-tricyclo[7.3.1 .0^'^]trideca-2,4,6-triene; 

6- trifluoromethyl-1 1 -a2a-tricyclo[7.3.1 ,0^'^]trideca-2,4.6-triene; 
6-methoxy-1 1-a2a-tricyclo[7.3.1.0^'^]trideca-2(7),3.54riene; 
11-a2a-tricycloI7.3.1.0^'^]trideca-2(7),3,5-trien-6-ol; 
6-fluoro-1 1-a2a-tricycIo[7.3.1 .0^*^]trideca-2(7),3,5-triene; 

1 1 -a2a-tricycIo[7.3. 1 .0^'^]trideca-2(7).3.5-trien-5-ol; 

4- nitro-1 1 -a2a-tricydo[7.3.1 .0^*^]trideca-2(7).3,5-trlene; 

5- nitro-i 1-a2a-tricyclo[7.3.1 .0^-^]trideca-2(7),3,5-triene; 

5- fluoro-1 1-a2a-tricyc!o[7.3.1 .0^-^]trldeca-2(7).3,5-triene; 

6- hydroxy-5-methoxy-1 1 -aza-tricyclo[7.3.1 .0^-^]trideca-2(7),3,5-tnene and 
their pharmaceutically acceptable salts and their optical isonners. 

3. A pharmaceutical composition as recited in claim 2 wherein the NRPA 
compound is selected from the group consisting of: 

9-bromo-1 ,2,3,4.5,6-hexahydro-1 .6-methano-pyrido[1 ,2-a](1 ,5]dia20cin-8-one; 
9-chloro-1 ,2.3,4,5.6-hexahydro-1 .5-methano-pyrido[1 ,2-a)(1 ,5]dia2ocin-8-one; 
9-flouro-1 .2.3.4,5,6-hexahydro-1 ,5-methano-pyrldo[1 .2-a][1 ,5]dia2ocin-8-one; 
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10 one; 
one; . 

15 one; 
triene; 



Q-acetyl-l ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8-one; 
9-iodo-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 .5]diazocln-8-one; 
9-cyano-1 ,2,3,4.5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8-one; 
9-carbomethoxy-1 ,2.3,4. 5.6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]diazocln-8-one; 
9-carboxyaldehyde-1 ,2,3,4, 5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 .5]dla20Cin-8- 

9-(2.6-difluorophenyl)-1 ,2,3.4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia2ocin-8- 

9-phenyl-1 ,2,3,4 ,5.6-hexahydr6-1 ,5-methano-pyrldo[1 ,2a][1 ,5]dia20cin-8-one; 
9-(2-fluorophenyl)-1 .2,3.4,5,6-hexahydro-1 ,5-methano-pyridoil ,2a][1 ,5]dla20cin-8- 

6-methyl-5-thia-5-dioxa-6,13-dia2atetracyclo[9.3.1.02''°.0^-®]pentadeca-2(10),3,^^ 



4-fIuoro-10-a2a-tricyclo[6.3.1.0^*^]dodeca-2(7),3,5-triene; 

4- triflupronriethyl-10-a2a-tricyclo[6.3.1.0^^dodeca-2(7).3.5-triene; 
20 4-nitro-10-azatricycIo[6,3.1.0^'^]dodeca-2(7),3,5-trlene; 

6-methyl-5,7,13-tria2atetracyclo[9.3.1.0^''^0'*'^]pentadeca-2(10),3,5,8-tetraene; 
6,7-dimethyl-5,8,14-triazatetracycioI10.3.1.0^-^\0^'^]hexadeca-2(11),3,5,7,9-penta^ 
5,8.14-tria2atetracyclo[10.3.1 .02'^\0^-]hexadeca-2(1 1 ),3.5,7,9-pentaene; 

5- oxa-7.13-dia2atetracycIo[9.3.1.0^''*^.0'*'^]pentadeca-2(10),3,6,8-tetraene; 

25 6-methyl-5-oxa-7,13-dia2atetracycloI9.3J.02''^0'*-^]pentadeca-2(10).3,6.8-te^^^ 

10- a2alricycIo[6.3.1.0^'^]dodeca-2(7),3,5-trjen-4-yl cyanide; 
1-(10-a2atricyclo[6.3.1.0^-^]dodeca-2(7).3.5-trien-4-yl)-1-ethanone; 

1 1- a2atricyclot7.3.1 .0^'']trideca-2(7).3,5-triene-5-carbonitrile; 
1-[11-a2atricyclo[7.3.1.0^-^]trideca-2(7),3.5-trien-5-yl]-1-ethanone; 

30 1-[11-a2atricyclot7.3.1.02'^]trideca-2(7),3,5-trien-5-yl]-:1-propanone; 

4- fluoro-1 1 -a2atricyclo[7.3.1 .0^-^]trideca-2(7),3,5-triene-5-carbonilrile; 

5- fluoro-11-a2atricyclo[7.3.1.0^-^]trideca-2(7).3,5-lriene-4-carbonitrile; 

6- methyl-7-thia-5.14-dia2atetracycloI10.3.1.02-^^0''-^]hexadeca-2(10),3.5,8-teU^^ 
6-methyl-5,7.14-tria2atetracyclo[10.3.1.02'°.0^-^]hexadeca-2(10),3,5,8-t^^^^ 

35 6.7-dimethyl-5.7, 1 4-tria2atetracyclo1 10.3.1 .O^-'^.O^ ^hexadeca-2(1 0),3,5,8-tetraene; 

6-methyl-7-oxa-5, 1 4-dia2atetracycloI1 0.3.1 .0^ '°.0'' ^]hexadeca-2(1 0).3,5.8-tetraene; 
6-methyl-5-oxa-7,14-dia2atetracyclo[10.3.1.0^'^.0^-^]hexadeca-2(10),3.6.8-tetraene; 
5.6-difluoro-1 1-a2a-tricyclo[7.3.1 .0^-^]trideca-2.4.6-triene; 
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6-trifluoromethy)-11-aza-tricyclo[7.3.1.0^-^]trideca-2,4,6-triene; 

6-methoxy-1 1 -aza-tricyclo[7.3.1 .0^'^]trideca-2(7),3,5-triene; 

6-fluoro-1 1-a2a>tricyclo[7.3.1 .0^'^]tricleca-2(7),3,5-triene; 

11-aza-tricyclo[7.3.1.0^*^]tricieca-2(7),3,5-trien-5-ol and 

their pharmaceutically acceptable salts and their optical isomers. 

4. A pharmaceutical composition according to claim 1 wherein the anti- 
emetic/anti-nausea agent is selected from the group consisting of: bismuth subsalicylate 
(Pepto-Bismol), chlorpromazine . (Thorazine), dextrose/levulose/phosphoric acid (Emetrol), 
. dimenhydrinate (Dramamine). diphenhydramine (Benadryl), dolasetron (Anzemet), dronabinol 
(Marinol), granisetron (Kytnl), hydroxyzine (AtaraxA/istaril), meclizine (Antivert/Bonine), 
metoclopramide (Reglan), ondansetron (Zofran), perphenazine (Trilafon), prochlorperazine 
(Compazine), promethazine . (Phenergari), scopolamine (Transderm Scop), 

trimethobenzamide (Tigari), 

6. A pharmaceutical composition according to Claim 1 wherein the anti- 
emetic/anti-nausea agent is selected form the group consisting of: 

(2S,3S)-3-(5-tert-butyl-2-methoxybenzyl)amino-2-(3-trifluoromethoxyphenyl)piperidine; 

(2S.3S)-3-(2-isopropoxy-5-trifluoromethoxybenzyl)amino-2-phenyl-piperidine; 

(2S,3S)-3-(2-ethoxy-5-trifluoromethoxybenzyl)amino-2-phenyl-piperidine; 

(2S,3S)-3-(2-methoxy-5-trifluoromethoxybenzyl)-amino-2-phenylpiperidine; 

(2S,3S)-3(-5-terl'butyI-2>triflLJoromethoxybenzyl)amino-2-phenylpiperidine; 

2- (diphenylmethyl)«N-(2-methoxy-5-trifluoromethoxy-phenyl)methyl-1- 
azabicyclo[2.2.2]octan-3-amine; 

(2S.3S)-3-[5-chloro-2-(2,2,2-trifluoroethoxy)-ben2yl]amino-2-phenylpiperidine; 

(2S,3S)-3-(5-tert-butyl-2-trifluoromethoxybenzyl)amino-2-phenylpiperidine; 

(2S,3S)r3-(2'isopropoxy-5-trifluoromethoxybenzyl)amino-2-phenylpiperidine; 

(2S.3S)-3-(2-difluoromethoxy-5-trifiuoromethoxybenzyl)-amino-2-phenylpiperidine; 

(2S,3S)-2-phenyl-3-[2-(2,2,2-trifluoroethoxybenzyl)-aminopiperidine; or 

(2S,3S)-2-phenyl-3-(2-trifluoromethoxybenzyl)]aminopiperidine; 

3- [N-(2-methoxy-5-trifluoromethoxybenzyl)-amino]-5,5-dimethyl-2-phenylpyrrolidine; 
3-[N-(2-methoxy-5-trifluoromethoxy-benzyl)amino]-4,5-dimethyl-2-phenylpyrrolidine; 
3-(2-cyclopropyloxy-5-trifluoromethoxybenzyl)amino-2-phenylpiperidine; 
3-(2-cyclopropylmethoxy-5-trifluoromethoxybenzyl)amino-2-phenylpiperidine; 
3-(2-difluoromethoxy-5-phenylbenzyl)amino-2-phenylpiperidine; 
3-(5-cyclopropylmethoxy-2-difluoromethoxybenzyl)amlno-2-phenylpiperidine; 
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3-(2-methoxybenzyl)amino-2-(3-trifluoromethoxyphenyl)-piperidine; 
3-(2-methoxy-54rifluoromethoxybenzyI)amino-2-(34ri-f]uoromethoxyphenyl)piperidin 

2- phenyl-3-(5-n-propyl-2-trifluoromethoxyben2yl)amino-piperidine; 

3- (5-isopropyl-2-trif]uoromethoxybenzyl)amino-2-phenylpiperidine; 
3-(5-ethyl-2-trlfluoromethoxyben2yl)amino-2-phenyl-piperidine; 
3-(5-sec-butyl-2-trlfluoromethoxyben2yl)amlno-2-phenyI-piperidine; 
3-(5-difiuoromethoxy-2-methoxyben2yl)amino-2-phenyl-piperidine; 
3-(2-methoxy-5-trifluoromethoxyben2yl)amino-2-phenylpyrrolidine; 
3-(2-methoxy-5-trifluoromethoxybenzyl)amino-2-phenylhomopiperidine; 
2-ben2hydryl-3-(2-methoxy-5-trifluoromethoxy-ben2y!)aminopyrrolidine; 

2- ben2hydfyl-3-(2-methoxy-5-trifluoromethoxy-ben2yl)aminohomopiperidine; 

3- [2,5-bis-{2,2.2-trifluoroethoxy)ben2yl]annino-2-phenylpiperidine; 
(2-Methoxy-5-trifluoromethoxy-benzyl)-(2-phenyl-piperidin-3-yl)-amine; 
5-[(6-Ethyl-2-phenyl-piperidin-3-ylamino)-methyl]-6-methoxy-3-methyl-1 Ja.3Jb^ 

tetrahydro-3-a2a-cyclopropa[a]naphthalen-2-one; 

(6-Methoxy-1-methyl-1-trifluoromethyl-isochroman-7-ylrnethyl)-(2-phenyl-piperidin-3- 
yl)-amine; 

2-phenyl-3-(3«trif]uoromethoxybenzyl)aminopiperidine; 

2- ben2hydi7l-3-(2-rnethoxy-5-trifluoromethoxyben2yI)-aminopiperidine; 
1-(5,6-difluorohexyl)-3-(2-methoxy-5-trifluoromethoxy-ben2yI)amino-2-phenylpiperi^ 

1- (6-hydroxyhexyI)-3-(2-methoxy-5-trifluoromethoxy-ben2yI)amino-2-phenylpiperidine; 

3- phenyl-4-(2-methoxy-5-trifluoromethoxyben2yl)amino-2-azabicycIo[3.3.0]octane; 

4- ben2hydryl-5-(2-methoxy-5-trifluoromethoxyben2yl)-amino-3- 
azabicyclo[4.1 .OJheptane; 

4-(2-methpxy-5-trifluoromethoxyben2yl)amino-3-phenyl-2-a2abicyclo[4.4.0]decane; 

2- phenyl-3-(2-methoxy-5-trifiuoromethoxyben2yl)-aminoquinuclidine; 

8- ben2hydr7l-N-(2-methoxy-5-trifluoromethoxyben2yl)-9-azatricyclo[4.3.1.0*®]decan-7- 

amine; 

9- ben2hydryl-N-(2-methoxy-5-trifluoromethoxyben2yl)-10- 
a2atricyclo[4.4.1 .0^-^°]undecan-8-amine; 

9-ben2hydryI-N-(2-methoxy-5-trifluoromethoxyben2yl)-3-thia-10-a2atricyclo- 
[4.4.1 .0*-^°]undecan-8-amine; 

8-benzhydi7l-N-(2-methoxy-5-trif]uoromethoxyben2yl)-9-a2atricyclo[4.3.1.0*®]decan-7- 

amine; 
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5 5,6-pentamethylene-2-benzhydi7l-3-{2-methoxy-5-trifluoromethoxybenzyO 
quinuclidine; 

5,6-trimethylene-2-ben2hydryl-3-{2-methoxy-5-trifluorometho>(yben2yl)amino- 
quinuclidine; 

9'ben2hydi7l-N-((2-methoxy-5-trifluoromethoxyphenyl)-methyI)-3-oxa-10-a2atricyclo- 

10 [4.4.1 .0^-^°]undecan-3-amine; 

8-benzhydry!-N-((2-methoxy-5-trifluoromethoxyphenyl)-melhyl)-7-a2atricyclo- 

[4.4.1 .0®-^^undecan-9-amine; and . 

2-ben2hydi7l-N-((2-methoxy-54rifluoromethoxyphenyl)-methyl)-1-a2abicyclo- 

[3.2.2]nonan-3-amine; 

15 (2S.3S)-3-(6-methoxy-i-methyl-1-trifluoromethylisochroman-7-yl)methylamino-2- 
phenylpiperidine; 

(2S,3S)-3-[(1 R)-6-methoxy-1 -methyl-1 -trifluoromethylisochroman-7-yl]methylamino-2- 
phenylpiperidine; 

(2S.3S)-N-(5-isopropyl-2-methoxyphenyl)methyl-2-di-phenylmethyl-1-a2abic^^^ 

20 octan-3-amine; and 

(2S.3S)-N-(5-tert-b.utyl-2-nriethoxyphenyl)-melhyl-2-diphenylmethyl-1-a2abicy 

octan-3-annlne; 

and their pharmaceutically acceptable salts. 

6. A method of modulating cholinergic function in a mammal comprising 
25 administering to said mammal, an amount of 

(a) a NRPA compound or a pharmaceutically acceptable salt thereof; and 

(b) an antl-emetic/anti-nausea agent; 

wherein the active ingredients (a) and (b) are administered In amounts that render the 
combination of the two ingredients effective in the treatment of a disorder or condition selected 

30 from inflammatory bowel disease (including but not limited to ulcerative colitis, pyoderma 
gangrenosum and Crohn's disease), irritable bowel syndrome, spastic dystonia, chronic pain, 
acute pain, celiac sprue, pouchitis, vasoconstriction, anxiety, panic disorder, depression, 
bipolar disorder, autism, sleep disorders, jet lag. amyotrophic lateral sclerosis (ALS). cognitive 
dysfunction, hypertension, bulimia, anorexia, obesity, cardiac arrythmias, gastric acid 

35 hypersecretion, ulcers, pheochromocytoma, progressive supranuclear palsy, chemical 
dependencies and addictions ( e.g. , dependencies on, or addictions to nicotine (and/or 
tobacco products), alcohol. ben2odia2epines. barbiturates, opioids or cocaine), headache, 
migraine, stroke, traumatic brain injury (TBI), obsessive-compulsive disorder (OCD), 

USERS\DOCS\LA2I952\LPJWA\3K_80I!.DOC / 166760 / PC2304 I.J WA 



-36- 



psychosis. Huntington's chorea, tardive dyskinesia, hyperkinesia, dyslexia, schizophrenia, 
multi-infarct dementia, age-related cognitive decline, epilepsy, including petit mal absence 
epilepsy, senile dementia of the Alzheimer's type (AD), Parkinson's disease (PD). attention 
deficit hyperactivity disorder (ADHD) and Tourette's Syndrome. 

7. A method as recited in claim 6 wherein the NRPA compound is selected from: 

9-bromo-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]diazocin-8-one; 

9-chloro-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]diazocin-8-one; 

9-flouro-1 ,2,3,4, 5,6-hexahydro-1 ,5-methano-pyrido[1 .2-a][1 ,5]diazocin-8-one; 

9-ethyl-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 .2-a][l ,5]dia20cin-8-one; 

9-methyl-1 .2.3,4,5.6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]diazocin-8-one; 

9-phenyl-1 .2.3.4. 5,6-hexahydro-1 ,5-methano-pyrido[1,2-a][1 ,5]diazocin-8-one; 

9-yinyI-1 .2,3.4.5.6-hexahydro-1 .5-methano-pyrido[1 ,2-a][1 .5]dia20cin-8-one; 

9-bromo-3-methyl-1 .2,3.4. 5,6-hexahydro-1 .5-methano-pyrido[1 ,2-a][1 ,5]dia20cin-8- 

one; 

3-ben2yl-9-bromo-1 ,2.3,4. 5.6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 .5]dia20cin-8- 
one; . 

3-benzyl-9-chIoro-1 .2.3.4,5.6-hexahydro-1 .5-methano-pyrido[1 .2-a][1 .5]diaz6cin-8- 

one; 

9-acetyl-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 
9-iodo-1 .2,3.4,5,6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]diazocin-8-one; 
9-cyano-1 ,2.3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 
9-ethynyl-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8-one; 
9-(2-propenyl)-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 
9-(2-propyl)- 1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 .5]diazocin-8-one; 
9-carbomethoxy-1 .2,3,4.5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a)[1 ,5]diazocin-8-one; 
9-carboxyaldehyde-1 .2.3,4,5,6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 ,5]dia20cln-8- 

one;. 

9-(2.6-difluorophenyl)-1 .2,3,4. 5.6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 .5]diazocin-8- 

one; 

9-phenyl-1 ,2.3.4, 5.6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 
9-(2-fluorophenyl)-1 .2.3,4, 5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8- 

one; 

9-(4-fluorophenyl)-1 ,2.3.4.5.6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 ,5]diazocin-8- 

one; 
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5 9-(3-fluorophenyl)-1 .2.3.4.5.6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]dia2ocin-8- 

one; 

9-(3.5-difluorophenyl)-1 .2,3.4,5.6-hexahydro-1 .5-methano-pyridot1 .2a][1 ,5]dia20cin-8- 

one; 

9-(2.4-difIuorophenyl)-1 .2,3.4.5,6-hexahydro-1 .5-nnethano-pyrido[1 .2a][1 .5]dia20cin-8- 

10 one; 

9- (2,5-difluorophenyl)-1 ,2,3,4, 5,6-hexahydro-1 ,5-nnethano-pyrido[1 ,2a][1 ,5]dia20cin-8- 

one; 

6-methyl-5-oxo-6,13-dia2atetracycloI9.3 J .02''^0^'®]pentadeca-2(10),3,8-triene^ 
5-0X0-6,1 3-dia2atetracyclo[9.3.1.02-'°.0*®]pentadeca-2(10).3.8-triene; 
15 6-oxo-5.7.13-tria2atetracyclo[9.3.1.02-'°.0^^pentadeca-2(10).3,8-triene; 
4.5-difluoro-1 0-a2a-tricyclo[6.3.1 ^dodeca-2(7),3.5-triene; 
5-fluoro-10-a2a-tricycloI6.3.1.02-^]dodeca-2(7),3.5-triene-4-carbonitrile; 

4- ethyhyl-5-fluoro-1 0-a2a-tricyclo[6.3.1 .02-^]dodeca-2(7),3,5-triene; 

5- ethynyl-10-a2a-tricyclo[6.3.1,0^-^]dodeca-2(7).3,5-triene-4-carbonitrile; . 
20 6-methyl-5-thia-5-dioxa-6.13-dia2atetracyclol9.3.1,02'^°.0^'®]pentadeca- 

triene; 

10- a2a-tricyclo[6.3.1.0^-^]dodeca-2(7),3,5-triene; 
4-fluoro-10-aza-tricycIo[6.3.1.0^'^]dodeca-2(7),3,5'triene: 
4-methyl-10-aza-tricycIo[6.3.1.02'^]dodeca-2{7),3,5-triene; 

25 4-trifluoromethyl-10-a2a-lricycloI6.3.1 .02'^]dodeca-2(7),3,5-triene; 

4'nitro-10-azatricyclo[6.3.1.0^-^]dodeca-2(7),3,5-triene; 

7'methyl-5,7,13-tria2atetracyclo[9.3.1.02'^0'^)pentadeca-2(10),3.5,8-telraene; 

6- methyl-5.7.13-tria2atetracycIo[9.3.1.02'^0''-^]pentadeca-2(10),3,5,8-tetra^ 
6.7-dimethyl-5,7,13-triazatetracycloI9.3.1.02'°.0^-^]pentadeca-2(10),3,5,8-tetrae 

30 6-methyl-7-phenyl-5.7,13-tria2atetracycloI9.3.1.02'°.0^-^]pentadeca-2(10).3,5 
tetraene; 

6,7-dimethyl-5.8.14-tria2atetracyclo[10.3.1.02'^\0'®]hexadeca-2{11),3.5,7,9-pen^ 
5.8.14-tria2atetracyclo(10.3.1.02".0^'^hexadeca-2(11),3.5.7,9-pentaene; 
1 4-methy 1-5.8, 1 4-tria2atetracy clo( 1 0.3. 1 .0^-^ ^ .0^-^hexadeca-2( 11 ),3 ,5,7.9-pentaene; 
35 5-oxa-7.13-dia2atetracycloI9.3.1.0^-'^0'-^]pentadeca-2(10).3.6.8-tetraene; 

6-methyl-5-oxa-7.13-dia2atetracyclo[9.3.1.02'°.0^-^]pentadeca-2(10),3.6.8-.tetraene; 

4-chloro-10-a2atricyclo[6.3.1.0^-^]dodeca-2(7),3.5-triene; 

10-a2atricyclo[6.3.1 .02-^]dodeca-2{7),3,5-trien-4-yl cyanide; 
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5 l.(10-azatricyclo[6,3.1.0^-^]dodeca-2(7).3,5-trien-4-yl)-1-ethanone; 

1 0- a2atricyclo[6.3.1 .0^'^]dodeca-2{7),3.5-trien-4-ol; 

7-methy|.5-oxa-6,13-dia2atet^acyclo[9.3.1.02•'^0^•^]pentadeca-2.4(8).6,9-tetra^^^ 

4.5- dichloro-10-a2atricycIo[6.3.1.0^'^]dodeca-2(7),3,5-triene: 

11- azatricyclo[7,3.1.0^-^]trideca-2(7),3,54rjene-5-carbonitrile; 
10 1-[11-a2atricyclo[7.3.1.0^'^]trideca-2(7),3,5-trien-5-yl]-1-eth 

1 -[1 1 -a2atricyclo[7.3.1 .02-^]trideca-2(7),3,5-trien-5-yI]-1 -propanone; 

4- fluoro-11-a2atricyclo[7.3.1 .0^*^]trideca-2(7),3,5-triene-5-carbonitrile; 

5- fluoro-1 1-azatricyclo[7.3.1 .02-^]trideca-2(7).3,5-triene-4-carbonitrile; 

6- methyl-7-thia-5J4-dia2atetracyclo[10.3.1.02-^°.0^®]hexadeca-2{10).3.5,8-^^^ 
15 6-methyl-5J.14-tria2atetracyclo[1 0,3.1. 02'°.0^^hexadeca-2(10).3,5.8-tetraene 

6J.-dimethyl-5J.14-tria2atetracyclo[10.3.1.0^-^°.0'''^]hexadeca-2(10).3,5 

5.7.14- tria2atetracyclo[10.3.1.02-''o.0'*®]hexadeca-2(10),3.5.8-tetraene; 

5.6- dimethyl-5J.14-tria2atetracycloI10.3.1.02'^0*^hexadeca-2(10).3.63-tet^^ 

5- methyl-6JJ4-tria2atetracyclo[10.3.1.02'''°.0^'^]hexadeca-2(10),3,6.8-tetraen 
20 6-(trifluoromethyl)-7-thia-5.14-dia2atetracyclo[1 0.3.1. 0^'^^0^'®]hexadeca-^ 

tetraene; 

5.8.1 5- tria2atetracycIo[1 1 .3.1 .02-^\0^-]heptadeca-2(11 ),3,5,7.9-pentaene; 

7- methyI-5.8 J 5-tria2atetracycIo[1 1 .3.1 .0^'\0^ ^heptadeca-2(1 1 ),3.5 J,9-pem 

6- methyI-5,8 J 5-tria2atetracyclo[1 1 .3.1 .02''\0'-^hepladeca-2(1 1 ).3,5 J.9-pem 
25 6J-dimethyU5.8.154ria2atetracyclo[11.3.1.02''\0^-^heptadeca-2(11),3.5J 

pentaene; 

7- oxa-5J4-diazatetracyclo[10.3.1.02-''^0''*^]hexadeca-2(10),3.5,8-tetraene; 

6- methyl-7-oxa-5,1 4-diazatetracyclo[1 0.3.1 .0^-^°.0^'^]hexadeca-2(1 0).3.5,8-tetraene; 
5-methyl-7-oxa-6J4-diazatetracyclo[10.3.1.02-'^0^^hexadeca-2(10).3,5.8-tetraen 

30 6-methyl-5-oxa-7.14-diazatetracycio[lb.3.1.02-^^0'^:^]hexadeca-2(10),3,6.8-tetrae 

7- methyl-5-oxa-6.14-diazatetracyclo[10.3.1.02''^0^'^]hexadeca-2(10),3,6.8-te^^ 

4.5- difluoro-1 1-a2atricycIo[7.3.1 .0^-^]trideca-2(7).3,5-triene; 

4- chloro-5-fluoro-11-a2atricyclo[7.3.1.02-^]trideca-2(7).3.5-triene; 

5- chloro-4-fluoro-11-azatricyclo[7.3.1 .02-^]trideca-2(7).3.5-triene; 

35 4-(1 -ethynyl)-5-fluoro-1 1 -a2atricyclo[7.3.1 .02-^]trideca-2(7),3.5-lriene; 

5- (1 -ethynylH-fluoro-1 1 -a2atricyclo[7.3.1 .0^ ^trideca-2(7).3,5-triene; 

5.6- difIuoro-1 1-a2a-tricyclo[7.3.1 .0^'^]trideca-2,4,6*triene; 

6- trifluoromethyl- 1 1 -aza- tr icyclo[7 .3 . 1 .0^-^] tr ideca-2 A .6-triene; 
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5 6-methoxy-11-aza-tricycloI7.3.1.0^'^]trideca-2(7),3,5-triene; 
1 1 -aza-tricycIo[7.3. 1 .02'^]trideca-2(7),3,5-trien-6-ol; 
6-fluoro-11-aza-tricyclo[7.3.1.0^'^]trideca-2(7),3.6-triene; 
1 1-aza-tricyclo[7.3.1 .02'^]trideca-2(7),3.5-trien-5-ol; 

4- nitro-1 1-aza-tricyclo[7.3.1 .0^-^]trideca-2(7).3.5-triene; 
10 5-nitro-1 1-aza-tricyclo[7.3.1 .0^-^]trideca-2(7),3.5-triene; 

5- fluoro-1 1 -a2a-tricyclo[7.3.1 .0^'^]trideca-2(7),3,5-triene; 

6- hydroxy-5-methoxy-1 1-aza-tricyclo[7.3.1 .0^'^]trideca-2(7).3,5-triene and 
their pharmaceutically acceptable salts and their optical isomers. 

8. The method of claim 6 wherein the NRPA compound is selected from: 
1 5 9-bromo-1 ,2,3.4,5,6-hexahydro-1 .5-methano-pyrido[1 .2-a][1 .5]dia2ocin-8-one; 

9-chloro-1 ,2.3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 .5]dia20cin-8-one; 

9-fIouro-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2-a][1 ,5]dia20Cin-8-one; 

9-acetyl-1 ,2,3,4, 5,6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]dia20cin-8-one; 

9-iodo-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]dia20cin-8-one; 
20 9-cyano-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 

9-carbomethoxy-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 ,2a][1 .5]diazocin-8-one; 

9-carboxyaldehyde-1 ,2,3,4, 5,6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]diazocin-8- 



one; 



25 one; 



one; 



30 triene; 



9-(2,6-difluorophenyl)-1 ,2,3,4,5,6-hexahydro-1 ,5-methano-pyrido[1 .2a][1 ,5]dia20cin-8- 

9-phenyl-1 .2.3,4,5,6-hexahydro-1 .5-methano-pyrido[1 ,2a][1 ,5]diazocin-8-one; 
9-(2-fluorophenyl)-1,2,3,4,5,6-hexahydro-1,5-methano-pyrido[1.2a][1,5]dia20Cin-8- 

6-methyl-5-thia-5-dioxa-6,13-diazatetracyclo[9.3.1.02-^°.0^®]pentadeca-2(10),3.8- 



4-fluoro-1 0-aza-tricyclo[6.3.1 .0^-^]dodeca-2(7).3.5-triene; 
4-trifluoromethyl-10-aza-tricyclo[6.3.1.02ndodeca-2(7).3,5-triene; 

4- nitro-1 0-azatricyclo[6.3.1 .0^'^]dodeca-2(7),3,5-triene; 

6-methyl-5,7,13-tria2atetracycloI9.3.1.02''°.0^^]pentadeca-2(10),3.5,8-tetraene; 
35 6,7-dimethyl-5,8,14-triazatetracyclo[10.3.1.0^-^\0''-^hexadeca-2(11).3.6,7.9-pentaene; 
5,8.14-tria2atetracyclo[1 0.3.1. 02'^\0^-^hexadeca-2(11).3,5,7.9-pentaene; 

5- oxa-7,13>dia2atelracyclo[9.3.1.02'°.0'-®]pentadeca-2(10).3,6,8-tetraene; 

6- methyl-5-oxa-7.13-diazatetracyclo[9.3.1.0^'°.0^-^]pentadeca-2(10).3.6.8-tetraene; 
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10- a2atricyclo[6.3.1.0^-^]dodeca-2(7),3,5-trien-4-yl cyanide; 

1 -(1 0-a2atricyclot6.3.1 .0^-^)dodeca-2(7),3,5-trien-4-yl)-1 -ethanone; 

11- a2atricyclo[7.3.1.0^-^]trideca-2(7),3,5-triene-5-carbonitrile; 

1 -[1 1 -a2atricyclo[7.3.1.02-^]trideca-2(7),3,5-trien-5-yl]-1 -ethanone; 

I- [11-a2atricyclo(7.3.1,0^-^]trideca-2(7).3..5-trien-5-yl]-1-propanone; 

4- fluoro-1.1-a2atricyclo[7.3.1.0^'^]trideca-2(7),3,5-triene-5-carbonitrile; 

5- fluoro-1 1-a2atricyclo[7.3.1 .0^'^]trideca-2(7),3.5-triene-4-carbonitrile; 

6- methyl-7-thia-5J4-dia2atetracyclo[10.3.1.02-^^0^®]hexadeca-2(10),3,5,^^^ 
6-methyl-5J,14-tria2atetracyclo[10.3.1.02-^^0^^hexadeca-2(10).3,^ 
6.7-dinriethyl-5JJ4-triazatetracyclo[10.3.1.02'^°.0'*®]hexadeca-2(10 
6-methyl-7-oxa-5.14-dia2atetracycIo[1 0.3.1. 02-^^0*®]hexadeca-2(10).3,5.8-^^^ 
6-melhyl-5-oxa-7.14-dia2atetracyclo[1 0.3.1. 02-^°.0^-.^]hexadeca-2(10^ 
5.6-difluoro-1 1-a2a-tricyclo[7.3.1 .0^'^]trideca-2.4.6-triene; 
6-trifluoromethyl-1 1-a2a-tricyclo[7.3.1 .0^-^]trideca-2.4,6-triene; 
6-methoxy-1 1-a2a-tricyclo[7.3.1 ,0^-^]trideca-2(7).3,5-triene; 

6-fluoro-1 1-aza-tricyclo[7.3.1 .0^'^]trideca-2(7),3,5-triene; 

II- a2a-tricyclo[7.3.1.0^'^]trideca-2(7),3,5-trien-5-ol and 

their pharmaceutically acceptable salts and their optical isomers. 

9. A method according to claim 6 wherein the anti-emetic/anti-nausea agent is 
selected from the group consisting of: 

bismuth subsalicylate (Pepto-Bismol), chlorproma2ine (Thora2ine). 
dextrose/levulose/phosphoric acid (Emetrol), dimenhydrinate (Dramamine). diphenhydramine 
(Benadryl), dotaisetron (An2emet), dronabinol (Marinol). granisetron (Kytril), hydroxy2ine 
(AtaraxA/istaril), meclizine (Antivert/Bonine), metoclopramide (Reglan), ondansetron (Zofran), 
perphena2ine (Trilafon), prochlorperazine (Compazine), promethazine (Phenergan), 
scopolamine (Transderm Scop), trimethobenzamide (Tigan). 

10. A method according to Claim 6 wherein the anti-emetic/anti-nausea agent is 
selected from the group consisting of: 

(2S.3S)-3-(5-tert-butyl-2-methoxybenzyl)amino-2-(3-trifluoromethoxyphenyl)piperidine; 

(2S;3S)-3-(2-isopropoxy-5-trifluoromethoxybenzyl)amino-2-phenyl-piperldine; 

(2S,3S)-3-(2-ethoxy-5-trifluoromethoxybenzyl)amino-2-phenyl-piperidine; 

(2S.3S)-3-(2-methoxy-5-trifluoromethoxybenzyl)-amino-2-phenylpiperidine; 

(2S.3S)-3(-5-tert"butyl-2-trifluoromethoxybenzyl)amino-2-phenylpiperldine; 
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2- (dipheny!methyl)-N-(2-methoxy-5-trifluoromethoxy-phenyi)rnethyl-1- 
azabicyclo[2.2.2]octan-3-annine; 

(2S,3S)-3-[5-chloro-2-(2,2,2-trifluoroethoxy)-benzyl]amino-2-phenylpiperidine; 

(2S,3S)-3-(5-tert-butyl-2-trifluoromethoxybenzyl)arnino-2-phenylpiperidine; 

(2S,3S)-3-(2HSopropoxy-5-trifluoromethoxybenzyl)amino-2-phenyIpiperidine; 

(2S,3S)-3-(2-difluoromethoxy-5-trifluoromethoxybenzyl)-amino-2-phenyIpiperidine; 

(2S.3S)-2-pheny!-3-[2-(2.2,2-trifluoroethoxybenzyI)-aminopiperidine; or 

(i2S.3S)-2-phenyl-3-{2-trifl.uoromethoxybenzyl)]aminopiperidine;; 

3- [N-(2-methoxy-5-trifluoromethoxybenzyl)-amino]-5.5-dimethyl-2-phenylpyrro^ 
3-[N-(2-methoxy-5-trifluoromethoxy-ben2yl)amino]-4,5-dimethyl-2-phenylpyrroIidine; 
3-(2-cyclopropyloxy-5-trifluoromethoxyben2yl )amino-2-pheny!piperidine; 
3-(2-cyclopropylmethoxy-5-trifluoromethoxybenzyl)amino-2-phenylpiperidine; 
3-(2-dif]uoromethoxy-5-phenylbenzyl)amino-2-phenylpiperidine; 
3-(5-cyclopropylmethoxy-2-difluoromethoxyben2yl )amino-2-phenylpiperidine; 
2f-(2-methoxybenzyl)amino-2-(3-trifluoromethoxyphenyl)-piperidine; 
3-(2-methoxy-54rifluoromethoxybenzyl)amino-2-(3-tri-fluoromethoxyphenyl)piperW 

2- phenyl-3-(5-n-propyl-2-trif]uoronnethoxybenzyl)amino-piperidine; 

3- (5-isopropyl-2-trifluoromethoxybenzyl)amino-2-phenylpiperidine; 
3-(5-ethyl-2-trlf]uoromethoxybenzyl)amino-2-phenyl-piperidine; 
3-(5-sec-butyl-2-trifluoromethoxybenzyl)amino-2-phenyl-piperidine; 
3-(5-difluoromethoxy-2-methoxybenzyl)amino-2-phenyi-piperidine: 
3-(2-methoxy-5-trif]uoromethoxybenzyI)amino-2-phenylpyrroIidine; 
3-(2>methoxy-5-trifluoromethoxybenzyI)amino-2-phenylhomopipendine; 
2-benzhydryl-3-(2-methoxy-5-trifluoromethoxy-benzyl)aminopyrrolidine; 

2- benzhydryI-3-(2-methoxy-5-trifluoromethoxy-benzyl)aminohomopiperidine; 

3- [2.5-bis-(2,2,2-trifluoroethoxy)ben2yl]amino-2-phenylpiperidine; 
(2-methoxy-5-trifluoromethoxy-benzyl)-(2-phenyl-piperidin-3-yl)-amine; 
5-[(6-ethyi-2-phenyi-piperidin-3-ylamino)-methyl]-6-methoxy-3-methyl-1 . 1 a.3,7b- 

tetrahydrb-3-aza-cycIopropa[a]naphthalen-2-one; 

(6-methoxy-1-methyl-1-trifIuoromethylHSOchroman-7-ylmethyl)-(2-phenyl-piperidin-3- 
yl)-amine; 

2-phenyl-3-(3-trifluoromethoxybenzyl)aminopiperidine; 

2-benzhydryl-3-(2-methoxy-5-lrifluoromethoxyben2yl)-aminopiperidine; 

1-(5.6-dffluorohexyl)-3-(2-methoxy-5-trlfiuoromethoxy-benzyl)amino-2-phenylpiperidine; 
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1- (6-hydroxyhexyl)-3-(2-methoxy-5-trifluoromethoxy-ben2yl)amino-2-phenylpiperidin . 

3- phenyl-4-(2-methoxy-5-trifluoromethoxyben2yI)amino-2-azabicyclo[3.3.0]octane; 

4- benzhydryI-5-{2-methoxy-5-trifluoromethoxybenzyl)-amino-3- 
a2abicyclo[4.1 .0]heptane: 

4-(2-methoxy-5-trifiuoromethoxybenzyl)amino-3-phenyl-2-a2abicyclo[4,4.0]decane; 

2- phenyl-3-(2-methoxy-5-trifluoromethoxybenzyl)-aminoquinucljdine; 

8- benzhydryl-N-(2-methoxy-5-trifluoromethoxybenzyl)-9-azatricyclo[4.3.1.0'*'^decan-7- 

amine; 

9^benzhydryl-N-(2-methoxy-5-trifluoromethoxyben2yl)-10- 
a2atricycl6[4.4.1.0®*^°]undecan-8-amine; 

9- benzhydryl-N-(2-methoxy-5-trifluoromethoxybenzyl)-3-thia-1 0-azatricyclo- 
[4.4.1 .0®*^°]undecan-8-amine; 

8- ben2hydfVl-N-(2-methoxy-5-trifluoromethoxybenzyl)-9-azatricyclo[4.3.1.0^'^decan-7- 

amine; 

5,6-pentamethylene-2-ben2hydryl-3-{2-methoxy-5-trif]uoromethoxybenzyl)amino- 
quinuclidine; 

5,6-trimethylene-2-benzhydryl-3-(2-methoxy-5-trifluoromethoxyben2yl)amino- 
quinuclidine; 

9- benzhydry!-N-((2-methoxy-5-trif]uoromethoxyphenyI)-rnethyl)-3-oxa-10-azatricyclo- 
[4.4.1 .0^'''^undecan-3-amine; 

8-ben2hydi7!-N-((2-methoxy-5-trifluoromethoxyphenyl)-rnethyl)-7-a2atricydo- 
[4.4.1.d*-^^undecan-9-amine; and 

2-ben2hydi7l-N-((2-methoxy-5-trifjuoromethoxyphenyl)-rnethyl)-1-a2abicyclo- 
[3.2.2]nonan-3-amine; 

(2S,3S)-3-(6-methoxy-1-methyl-1rtrifluoromethyIisochroman-7-yI)methylamino-2- 
phenylpiperidine; 

(2S.3S)-3-[(1R)-6-methoxy-1-methyl-1-trifluoromethylisochroman-7-yl]methylamino-2- 
phenylpiperidine; 

(2S.3S)-N-(5-isopropyl-2-methoxyphenyl)methyl-2-di-phenylmethyl-1-a2abicyclo[2.2.2]- 
octan-3-amine; and 

(2S,3S)-N^(5-tert-butyl-2-methoxyphenyl)-methyl-2-diphenylmethyl-1-a2abicyclo[2.2.2]- 
octan-3-amine; 

and their pharmaceutically acceptable salts. 
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11. A method according to claim 6 wherein the NRPA compound and the anti- 
emetic/anti-nausea agent are administered substantially siniultaneously. 

12. A pharmaceutical composition for modulating cholinergic function and treating 
a disorder or condition selected from inflammatory bowel disease (including but not limited to 
ulcerative colitis, pyoderma gangrenosum and Crohn's disease), irritable bowel syndrome, 
spastic dystonia, chronic pain, acute pain, celiac sprue, pouchitis, vasoconstriction, anxiety, 
panic disorder, depression, bipolar disorder, autism, sleep disorders, jet lag, amyotrophic 
lateral sclerosis (ALS), cognitive dysfunction, hypertension, bulimia, anorexia, obesity, cardiac 
arrythmias, gastric acid hypersecretion, ulcers, pheochromocytoma, progressive supranuclear 
palsy, chemical dependencies and addictions ( e.g. , dependencies on, or addictions to nicotine 
(and/or tobacco products), alcohol, benzodiazepines, barbiturates, opioids or cocaine), 
headache, migraine, stroke, traumatic brain injury (TBI), obsessive-compulsive disorder 
(OCD), psychosis, Huntington's chorea, tardive dyskinesia, hyperkinesia, dyslexia, 
schizophrenia, multi-infarct dementia, age-related cognitive decline, epilepsy, including petit 
mal absence epilepsy, senile dementia of the Alzheimer's type (AD). Parkinson's disease 
(PD), attention deficit hyperactivity disorder (ADHD) and Tourette's Syndrome comprising 
administering to said mammal: 

(a) a NRPA compound or a pharmaceutically acceptable salt thereof; 

(b) an anti-emetic/antl-nausea agent or a pharmaceutially acceptable salt 

thereof; 

(c) a pharmaceutically acceptable carrier. 

wherein (a) and (b) are present in amounts that render the composition effective in 
treating such disorders and conditions. 

13. A method of treating a disorder or conditon selected from the group 
consisting inftarnmatory bowel disease (including but not limited to ulcerative colitis, pyoderma 
gangrenosum and Crohn's disease), irritable bowel syndrome, spastic dystonia, chronic pain, 
acute pain, celiac sprue, pouchitis, vasoconstriction, anxiety, panic disorder, depression, 
bipolar disorder, autism, sleep disorders, jet lag, amyotrophic lateral sclerosis (ALS), cognitive 
dysfunction, hypertension, bulimia, anorexia, obesity, cardiac arrythmias, gastric acid 
hypersecretion, ulcers, pheochromocytoma. progressive supranuclear palsy, chemical 
dependencies and addictions ( e.g. , dependencies on, or addictions to nicotine (and/or 
tobacco products), alcohol, benzodiazepines, barbiturates, opioids or cocaine), headache, 
migraine, stroke, traumatic brain injury (TBI), obsessive-compulsive disorder (OCD), 
psychosis, Huntington's chorea, tardive dyskinesia, hyperkinesia, dyslexia, schizophrenia, 
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5 multi-infarct dementia, age-related cognitive decline, epilepsy, including petit mal absence 
epilepsy, senile dementia of the Alzheimer's type (AD), Parkinson's disease (PD). attention 
deficit hyperactivity disorder (ADHD) and Tourette's Syndrome comprising adminstering to 
said mammal; 

(a) a NRPA compound or a pharmaceuitcally acceptable salt thereof; 
-10 (b) an anti-emetic/anti-nausea agent or a pharmaceutically acceptable salt 

thereof; and 

v^herein the active agents (a) and (b) above are administered in amounts that render, 
the combination of the two ingredients effective in treating such disorders and conditions. 
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